The literature on aetiocholanolone fever is reviewed. Case reports of two brothers suffering from aetiocholanolone fever are described. In both patients the non-esterified aetiocholanolone level of the blood was raised not only during the pyrexial attacks but also during the fever-free periods. During one fever period an extremely high non-esterified aetiocholanolone level was found.
dione, testosterone, and DHEA. Before puberty the production of aetio¬ cholanolone from testosterone is practically nil. Androst-4-ene-3,17-dione is reduced by 5a-and 5/5-reductases in the liver to androsterone and to aetio¬ cholanolone respectively. Free, unesterified, aetiocholanolone, and androsterone, thus formed in the liver, is scarcely found in the blood. Most of it is esterified to sulphate and glucuronic acid. The ratio of urinary aetiocholanolone and androsterone dif¬ fers; as a rule slight predominance of the aetiocholanolone steroids is found.
Aetiocholanolone as a pyrogen Segaloff et al. (1957) and Kappas et al. (1957) found that aetiocholanolone given intramuscularly caused fever in man. It also appeared that aetiocholano¬ lone, in the free nonesterified state, and other 3a-hydroxy-5/3-H-steroids, had this pyrogenic property. These other 3a-hydroxy-5/3-H-steroids have not as yet, however, been detected in vivo in man (Kappas el al. 1960 ).
The following observations were made following aetiocholanolone ad¬ ministration:
1) Fever occurred after intramuscular injection, but not after intravenous injection. The intramuscular injection resulted in a local inflammation around the injection site. This condition appeared to be responsible for the pyrogenic effect (Shulman Sc Herrman 1963; Shulman et al. 1964 ). In addition to fever, other symptoms were observed such as headache, muscular pain, and nausea.
2) Fever was observed 5 hours after the intramuscular injection. At this time no free aetiocholanolone could be detected and only a slight quantity of non-pyrogenic esterified aetiocholanolone could be demonstrated in the plasma.
3) On this basis it seemed likely that a »mediator«, i. e. an endogenous pyro¬ gen was released on the administration of an exogenous pyrogen (Atkins 1960 ). This endogenous pyrogen might originate primarily in the leukocytes. 4) Aetiocholanolone fever can be induced in man only (Palmer et al. 1961 ). When equal amounts of aetiocholanolone are administered males are more prone to fever than females (Kimball et al. 1966) .
5) In contrast to bacterial pyrogens no tolerance occurs on repeated in¬ jections of aetiocholanolone.
6) The fever reaction can be suppressed if aetiocholanolone and cortisone are mixed together and then injected intramuscularly (Shulman et al. 1964) .
7) The reaction following injected bacterial pyrogen appeared to be in¬ creased when aetiocholanolone was previously administered intramuscularly (Wolff et al. 1964) . 8) Weissmann Se Thomas (1964) and Weissmann et al. (1965) showed that lysosome-membranes of rabbit leukocytes were made permeable by 3a-hydroxy-5/?-H-steroids in contrast to 3a-hydroxy-5a-H-steroids. Administration of cor-tisone, among others, stabilised the membranes and no lysis occurred. Hence the conclusion was drawn that a fever-producing substance could escape from the disrupted lysosomes. Nevertheless, the reason why aetiocholanolone pro¬ duces fever in man and not in the rabbit, has not been explained (Bondy et al. 1965 (Heller et al. 1958) .
Approximately 15 cases of aetiocholanolone fever have been described in the literature of whom two are females (Bondy et Determination of esterified-E, esterified-A, esterified-DHEA, and 11-OH-E, 11-OH-A, 11-O-E, 11-O-A in urine:
Solvolysis of 1/10 of the 24 h quantity of urine according to the method of Burnstein (1961) . Steroid sulphates and glucuronides are applied on two alumina columns (1.5 g). This is followed by elution of esterified E, DHEA, and A with benzene, 0.3 "la ethanol (50 ml). Separation on Whatman no 2 paper in Bush A system for 3.5 h. Elution of 11-OH-E, 11-OH-A, 11-0-A with 10% ethanol in benzene (50 ml).
Separation on thin-layer chromatography in (1966, personal communication) Table 1 shows that the aetiocholanolone level of the blood is higher than normal, even during the fever free periods. During fever in some instances still higher values occur. A particularly high value was found in patient H (Table 2) . Table 2 also shows that the administration of dexamethasone (Oradexon Organon) had no consistent effect on the blood level of aetiocholanolone. Table 3 shows the excretion of steroids in the urine. The values confirm the lack of effect of dexamethasone treatment on the steroid excretion. Table 2 .
The hormone levels determined are hardly influenced by adrenal, suppres¬ sion with dexamethasone. This correlates with the clinical observations that no effect on frequency, duration or severity of attacks could be seen. This is contrary to the cases described in the literature.
It appears from the values determined in the 24 h urine samples that the 5/3-H-metabolites are higher than the 5a types. Normally the aetiocholanolone esters are quantitatively more significant than the androsterone esters.
Apart from one exception ( 
